Background: Alzheimer's disease (AD) is one of the costliest diseases in the United States. Objective: To describe aspects of real-world patient and caregiver burden in patients with clinician-diagnosed early AD, including mild cognitive impairment (MCI) and mild dementia (MILD) due to AD. Methods: Cross-sectional assessment of GERAS-US, a 36-month cohort study of patients seeking care for early AD. Eligible patients were categorized based on study-defined categories of MCI and MILD and by amyloid positivity [+] or negativity [-] within each severity cohort. Demographic characteristics, health-related outcomes, medical history, and caregiver burden by amyloid status are described. Results: Of 1,198 patients with clinician-diagnosed early AD, 52% were amyloid [+]. For patients in both cohorts, amyloid [-] was more likely to occur in those with: delayed time to an AD-related diagnosis, higher rates of depression, poorer Bath Assessment of Subjective Quality of Life in Dementia scores, and Hispanic/Latino ethnicity (all p < 0.05). MILD [-] patients (versus MILD[+]) were more medically complex with greater rates of depression (55.7% versus 40.4%), sleep disorders (34.3% versus 26.5%), and obstructive pulmonary disease (11.8% versus 6.6%); and higher caregiver burden (Zarit Burden Interview) (all p < 0.05). MILD[+] patients had lower function according to the Functional Activities Questionnaire (p < 0.001), yet self-assessment of cognitive complaints across multiple measures did not differ by amyloid status in either severity cohort.
INTRODUCTION
Alzheimer's disease (AD) is a chronic, degenerative brain disorder, clinically affecting an estimated 5.4 million Americans [1] . Early symptomatic AD henceforth referred to as early AD, including mild cognitive impairment (MCI) and mild dementia (MILD), is characterized by a decline in a person's ability to remember, reason, and learn, leading to permanent cognitive disability in the moderate to severe stages of the illness [2] . As AD progresses, impairments of activities of daily living lead to decreased quality of life (QoL) and increased morbidity and mortality [1] as well as escalated caregiver burden and stress [3] . Health-related and economic outcomes tended to worsen as the disease progressed according to GERAS-I, an observational study of patients with mild, moderate, and moderately/severe AD conducted in Europe [4] . GERAS-I addressed many questions regarding the consequences associated with disease progression but excluded patients with the early stages of AD.
The burden of the early stages of AD including cognitive impairment, effects on daily functioning, social/family care, and economic costs has been studied but is inadequately described [5] [6] [7] in large part due to the underdiagnosis and misdiagnosis of early AD. Refinements in diagnostic criteria and advancements in biomarker modalities have improved the classification and study of early AD. Detection of biomarkers now allow for premortem identification of the presence of amyloid-␤ (A␤) plaques and neurofibrillary tangles [8, 9] via cerebrospinal fluid (CSF) and positron emission tomography (PET) amyloid imaging [10, 11] . A negative A␤ PET scan indicates no or sparse amyloid neuritic plaques on pathology and is therefore inconsistent with a diagnosis of AD. In contrast, a positive A␤ PET scan indicates moderate to frequent amyloid neuritic plaques, which is more consistent with an AD diagnosis within the context of a comprehensive clinical evaluation.
The current study, GERAS-US (H8A-US-B004; ClinicalTrials.gov: NCT02951598), was designed to longitudinally address gaps and expand knowledge from GERAS-I to include patients with cliniciandiagnosed early AD in real-world clinical practice. Specifically, this study investigated patients who were being seen in the United States (US) by practicing physicians and assessed the health-related and economic burden associated with clinician-diagnosed early AD.
The aim of this manuscript is to describe the study design and baseline clinical burden for participants; diagnostic criteria were applied to categorize patients by severity and amyloid status to better describe burden of early AD.
METHODS

Study design
This cross-sectional assessment uses baseline data from GERAS-US, a 36-month US-based, prospective cohort study of patients with clinician-diagnosed early AD seeking routine care for memory concerns. To better characterize patients and determine burden, while maintaining real-world practice, measures of cognition, function, and amyloid status were applied to the study population in a 4-stage approach (Fig. 1 ). Patients were identified by their physician for whom they were seeing for memory concerns and invited to participate in the study. The first stage identified patients with clinician-diagnosed early AD based upon the clinical judgment/diagnosis of their physician. During stage 2, uniform diagnostic criteria were applied to classify patients as either MCI (Mini-Mental State Examination [MMSE] score of 24 to 30 and a Functional Activities Questionnaire [FAQ] <6) or MILD (mild dementia, MMSE score of 20 to 30 and an FAQ ≥6) [12] . Patients falling outside of these ranges were classified as MCI or MILD based on their current clinician-reported diagnosis. If patients were missing a diagnosis, they were excluded from the analyses. During stage 3, the study population was further defined following amyloid testing (amyloid status positive [+] or negative [-] ). Stage 4 categorized patients into 4 cohorts by amyloid status within AD severity cohorts (MCI and MILD).
Site selection
Sites (n = 77) were chosen to be reflective of physicians in clinical practice rather than clinical trial settings. One site (n = 50 patients) was withdrawn from enrollment due to quality or compliance findings prior to amyloid testing. These patients were considered screen failures due to lack of evidence of disease. The 76 remaining sites were geographically diverse including 20 states in rural, suburban, and urban settings (1.1%, 45.1%, and 53.8%, respectively) from outpatient practices of neurology (35.1%), psychiatry (23.0%), and family/general practice (14.9%). Some sites had been involved in interventional clinical trials as well as observational research. Sites were further selected based on the number of reported patients seen per month with AD, experience with cognitive testing, and proximity to an imaging center that provided amyloid PET imaging using florbetapir. All sites completed Good Clinical Practice training prior to enrolling participants. Physicians received compensation for their time spent on study-related tasks.
The study protocol was reviewed and approved by either a central or a site-specific institutional review board. The study was conducted according to Good Clinical Practice and the Declaration of Helsinki guidelines. All participants or their legal designees provided written informed consent before baseline assessments.
Participant selection
Participants were enrolled from October 30, 2016, through October 9, 2017. Eligible patients were between the ages of 55 and 85 years, met criteria for early AD in the opinion of the enrolling physician, had MMSE scores ≥20, had study partners who were willing to participate, and were able to communicate in English or Spanish. Patients were excluded if they were unable to undergo amyloid testing, had prior (within last 2 years) CSF or amyloid PET with amyloid[-] results, were participating in another clinical trial for an investigational drug, or were employees or family members of personnel affiliated with the study.
To increase the likelihood of studying individuals with early AD, patients were required to undergo an A␤ PET scan as part of the study. Florbetapir PET scan was performed if historical evidence of amyloid pathology was unavailable. Because the proportion of patients who are amyloid[+] is unknown in routine clinical practice, this cross-sectional analysis included all patients regardless of amyloid status, but only patients identified as amyloid[+] will continue in the longitudinal portion of this study.
Participants were invited to participate in an addendum that enabled the linkage of study data to insurance claims data to further characterize costs of care. Participants were compensated for their time and travel as part of the study.
Assessments
Physicians collected the patient's and study partner's demographic characteristics (age, gender, race, and ethnicity) and medical history including the presence and treatment of potential comorbid conditions (hypertension, diabetes, hypercholesterolemia, ischemic heart disease, depression, epilepsy, seizures due to conditions other than epilepsy, rheumatoid arthritis, stroke, urinary tract disorder, sleep disorders, and obstructive pulmonary disease). The patient's experience with AD such as time since symptom onset, family history of AD, use of AD treatments, interactions with emergency services, and occurrence of accidental falls was also collected.
Most assessments were collected using standardized outcome measures from the clinician, patient, or study partner perspective including cognition [13, 14] , function [15, 16] , neuropsychiatric symptoms [17] , QoL/study partner burden [18] [19] [20] [21] , and healthcare resource utilization/caregiver time [22] ( Table 1 ). These measures and any changes to living status will also be collected post-baseline for continuing patients and analyzed at a later date.
Sample size
Sample size targets for the study were determined based on the longitudinal portion of this study for which the primary objective is to determine the changes in total societal costs over 36 months. In order to obtain an approximate 95% confidence interval of ±10% of the mean cost estimate, the aim was to enroll 700 amyloid[+] patients (350 per severity cohort) so that approximately 420 patients would provide data at 36 months. The sample size was calculated assuming that costs would be exponentially distributed, that discontinuation rates would be similar to those of the GERAS-I study mild AD dementia cohort (40% discontinuation by 36 months [23] ), and that severity cohorts and amyloid status would be equally represented. The sample size calculation was based on the asymptotic normality of the maximum likelihood estimate of the mean of the exponential distribution and used the fact that the mean and standard deviation (SD) are equal for an exponential random variable.
Statistical analysis
The baseline analysis was descriptive in nature to understand the population and clinical characteristics of illness. Data were summarized as the number of patients and percentages for categorical variables and means ± SD for continuous variables. The primary comparisons were conducted for differ-ence between amyloid status: MCI cohort (MCI[+] versus MCI [-] ) and MILD cohort (MILD[+] versus MILD [-] ). Additional comparisons were conducted for difference between severity cohorts (MCI versus MILD) and between amyloid status cohorts ([+] versus [-]) (data not shown). All comparisons evaluated were pre-specified; no comparisons evaluated were for effects suggested solely by the data. Continuous baseline characteristics were compared using t-tests and categorical variables compared using chi-square statistics. The size of the resulting p-value was taken as an index of how different the cohorts may be, and pvalues <0.05 were considered statistically significant. The study was not powered based on comparisons for baseline variables, and the clinical relevance of the size of the difference was taken into consideration in evaluating the results of the analyses. No adjustments were made for multiplicity in cohort comparisons or for the number of variables assessed. A Spearman correlation was calculated for the Cognitive Function Instrument (CFI)-patient and CFI-study partner assessment of concordance. All analyses used SAS Enterprise Guide version 7.12 (Cary, North Carolina).
RESULTS
Patient disposition
GERAS-US was composed of 1,654 consenting patient-study partner dyads ( Fig. 2) . A total of 187 patients were screen failures, and 94 patients consented after the MILD cohort closed and therefore were not included. Of the 1,373 participants, 175 patients could not be classified for the following reasons: amyloid missing prior to the 6-month visit (n = 170, of whom 42 were also missing severity); amyloid scan indeterminate (n = 1); no disease severity but amyloid[-] (n = 2); and severity outside of the pre-specified range and no physician diagnosis (n = 2). The evaluable population 
Demographic characteristics
Overall, patients had a mean age of 70.4 years, slight preponderance of females (55.3%), and were mostly self-identified as Caucasian (87.0%). Patients had a similar mean age, gender, and race regardless of amyloid status within each severity cohort ( Table 2) . Notably, a higher than expected proportion Investigator rated interview with the patient
• Assessed via orientation, verbal memory, language, and praxis, delayed free recall, digit cancellation, and maze completion • Range: 0 to 85, with higher scores indicating greater disease severity Function Functional Activities Questionnaire (FAQ) [15] Investigator interview with study partner of the patient's functioning
• Assessed by ability to complete complex ADLs that may be impaired in early stage AD (e.g., ability to shop, cook, and pay bills) • Range: 0 to 30, with higher scores indicating greater impairment Cognitive Function Instrument (CFI) [16] Two versions were used: 1) Study partner rated version and 2) patient rated version via investigator interview
• Assessed patients' perspective of their ability to perform high level tasks in daily-life and overall cognitive functional ability • Study partner version also includes changes over 1 year and concern of those changes • Ranges: 20 to 100 (study partner version) and 0 to 15 (patient version), with higher scores indicating poorer status Psychopathology Neuropsychiatric Inventory (NPI) [17] Investigator interview with study partner describing patient Study partners on average were younger than patients with a mean age of 58.6 years and nearly two-thirds were female (65.3%) ( Table 2 ). Most study partners resided with the patient (68.6%) and were the sole caregiver (61.4%), yet less than half were the patients' spouse (41.8%).
Clinical characteristics
Overall, the mean time since AD-related diagnosis was 1.5 ± 2.2 years and with mean time since first symptoms of 3.2 ± 2.9 years (Table 3 ). Approximately 27% (324/1198) of patients had a first degree relative with AD. Interactions with police, fire, or ambulance services over the last 3 months were very low (1.5%). Accidental falls over the last 3 months were reported in 10.1% of patients including an average of 2.1 falls per patient among those who fell. Amyloid[-] patients had a delayed time before they received a diagnosis related to early AD in both severity cohorts (both p < 0.01) and a longer time until recognition of first symptoms only in the MCI cohort (p = 0.002).
Comorbidities
Most patients had at least 1 physician-reported current comorbid condition (87.7%) with an overall mean number of 2.4 ± 1.8 comorbidities present during the baseline visit ( [-] ) also tended to have lower function across the clinician-administered FAQ (p < 0.001) and study partner perceived overall function (CFI total; p = 0.011) ( well as higher caregiver burden based on Zarit Burden Interview (ZBI) (p = 0.004) ( Table 4 ). MILD[+] patients were associated with a higher desire to institutionalize from the study partner's perspective versus MILD[-] patients (p = 0.028) ( Table 4 ). Interpretation of the desire to institutionalize measure was based on six items addressing attitudes toward institutionalization. Although very few study partners were considering institutionalization (5.1%), drivers of significant changes for the MILD[+] cohort may be the percentage of study partners that are discussing institutionalization with family members (MILD[+] 15.2% versus MILD[-] 9.0%; p = 0.020) as well as discussions that study partners are having with patients (MILD[+] 12.3% versus MILD[-] 6.0%; p = 0.007) ( Table 4 ).
Additional comparisons
All comparisons were replicated stratifying for either severity (MCI versus MILD) or amyloid status (+ versus -) without consideration for the other factor. Additional findings included the MILD cohort having worse outcomes across all measures when compared with MCI (all p < 0.001) and some individual items on the desire to institutionalize and BASQID scales (all p < 0.001). Amyloid[+] patients were more likely than amyloid[-] patients to have lower functioning scores (FAQ and CFI total-study partner; all p < 0.05) but better BASQID scores (all p < 0.001).
DISCUSSION
The baseline findings from GERAS-US provided a cross-sectional description of patients with clinician-diagnosed early AD, including MCI and mild dementia, which received amyloid PET imaging. Understanding key differences related to amyloid status may underscore areas for future investigation to predict the expected course of AD. Noteworthy differences included existing comorbid conditions, outcomes, and ethnicity.
Our study observed that approximately 50% of patients diagnosed with early AD were amyloid [-] . However, a surprising finding was the similar rates of amyloid[+] among patients within the MCI (51.6%) and MILD (51.4%) cohorts. Although to our knowledge, no other study addresses the rates of amyloid positivity in early stage AD, greater variability was identified across individual studies. Within clinical [25] . Additionally, the IDEAS study reported rates of amyloid positivity as 55.3% of patients with MCI and 70.1% for patients with dementia, although the rate for patients with MILD was not explicitly reported [26] . The MILD[-] cohort was more medically complex (compared to the MILD[+] cohort) with greater rates of physician-reported comorbidities: depression, sleep disorders, and obstructive pulmonary disease. Higher rates of depression were also identified in the MCI[-] versus MCI[+] cohort. The higher rates of comorbid conditions in the MILD[-] cohort may add to the difficulty in determining the precise cause of cognitive impairment, and other known causes/contributors of cognitive impairment may complicate the ability to conclusively make an AD diagnosis. Previous reports suggest that among vascular comorbidities, "mixed" dementia is common and is often (>42%) reported in the real-world population [27] [28] [29] . Medical management is paramount as comorbidities often play an important role in masking an AD diagnosis and tailored management provides the opportunity to address potentially manageable or reversible causes of cognitive impairment.
The relationship between health-related outcomes and amyloid status were more evident in the MILD cohort while little differentiation was found within the MCI cohort. MILD[+] patients had more functional impairment than MILD[-] patients according to the study partner-reported FAQ and the CFI-study partner total and change scores, yet self-assessment of cognitive function (CFI-patient) did not differ by amyloid status, suggesting that patients were less aware of these deficits. Similarly, differences between MILD[+] and MILD[-] cohorts were found when patients were asked to subjectively rate their memory on the single item of the BASQID. This discrepancy was observed despite both cohorts having a similar degree of cognitive impairment on objective measurement, suggesting that insight may differ by amyloid status or source of cognitive impairment. BASQID ratings (MILD[+] versus MILD[-], respectively) included "good" and "very good" (17.1% versus 17.4%), "fair" (38.6% versus 25.4%), and "poor" and "very poor" (44.3% versus 57.2%). Indeed, anosognosia, a deficit of self-awareness, may be cognitive domain specific, and further investigation is needed to understand the impact of structural and pathophysiological correlates of cognitive impairment on subsequent loss of insight [30] . Of clinical relevance, these data suggest that observations by a study partner may better represent the true degree of impairment on these domains, and this discrepancy highlights the need for historical corroboration when evaluating a patient with cognitive impairment.
In contrast, an amyloid[-] status for both severity cohorts was associated with worse patient-rated QoL across the BASQID's total and subscales. These findings may reflect that while patients may be less aware of their cognitive deficits, they are still aware of their broader health-related QoL as indicated from the BASQID. Patients with an amyloid[-] status also had more comorbidities that may affect QoL. This observation suggests that such complaints by the patient need to be taken seriously. It also is consistent with Ready [31] who summarized that the patient's perspective may be more reliable than those of caregivers and healthcare providers on select constructs related to AD. Our findings suggest that patients seeking care for cognitive impairment that is likely due to early AD are able to appropriately report their QoL and overall health but not their cognitive function, where changes may be more recognizable by study partners. Importantly, future reports of the longitudinal GERAS-US study will more clearly describe patient-rated QoL that will be limited to patients with an amyloid [+] status.
An amyloid[-] status for both severity cohorts was also associated with higher caregiver burden (ZBI), and although study partners were infrequently considering institutionalization for this cliniciandiagnosed early AD population (5.5%), they did have significantly more discussions with families of MILD[+] patients (MILD[+] 15.2% versus MILD[-] 9.0%; p = 0.020), as well as the patients themselves (MILD[+] 12.3% versus MILD[-] 6.0%; p = 0.007). This finding acknowledges that while the two cohorts appear to have a similar overall clinical presentation when looking at total summary scores, differences in specific item/domain-level disabilities or impairments are driving some of the differences in perceived need for long-term care services. Patients with more comorbidities will also have more caregiver burden. There do appear to be some modest differences in functioning between the MILD[+] versus MILD [-] cohorts; perhaps these are on highly sensitive activities. These findings are less clear in additional analyses (not shown) that assessed amyloid status without consideration for disease severity and disease severity without consideration for amyloid status.
At the time our study commenced, it was appreciated that caregiver burden was substantial for patients with later stage AD including increased depression, more stress and greater fatigue, as well as financial burden and the need to alter their working situations (e.g., early retirement and reduction in work hours) [32] . Until recently, the degree of burden for caregivers was relatively unknown for patients with early AD. The considerable informal caregiver burden observed in our study, especially among patients in the MILD[-] cohort, provides new knowledge and corroborates the recent findings of Connors et al. [33] . In their 3-year observational study consisting of 185 patients with MCI and their caregivers of whom approximately three-quarters were spouses, 21.1% to 29.5% of caregivers reported a clinically significant level of burden [33] . This higher degree of caregiver burden was associated with the patients' high level of neuropsychiatric symptoms, lower functional ability, and lack of driving ability, plus the need for change in the caregivers' employment. Of note, nearly one-third of patients were diagnosed with dementia over the 3year study period, which led to increased caregiver burden (-3.2 points on the ZBI scale). Accordingly, caregivers of patients with early AD need personal support and counseling to reduce high levels of stress and burden and to improve poor mental health symptoms.
The burden of AD and other related dementias is high among people of Hispanic ethnicity and is estimated to rise in the future [34] . Traditionally, Hispanic people have been underrepresented in clinical research, [35] yet ethnoracial differences have been recently reported to vary across ethnicities in terms of clinical presentation and progression, genetics, and neuropathologic deficits [36] . A noteworthy strength of GERAS-US was the representative enrollment of patients with Hispanic ethnicity (39.2%) for both severity cohorts. Enrollment of sites in GERAS-US was driven to be reflective of the US population and attempts were made to ensure all regions of the country were represented with the restriction that the site had to be located near an amyloid testing facility. The study population came from 20 states, yet over 80% of the study population came from states where the prevalence of Hispanics, based on 2010 US Census data, was over 20%. In addition, 37.7% came from California and Texas where the 2010 census rates were over 30% [37] . The higher-than-expected rate of amyloid negativity, however, may be an area for further exploration. Santos [36] stated, however, that amyloid status did not vary for Hispanics, yet other biomarkers such as tau may be present at different rates. Although rates of AD tend to be 1.5 times higher in patients with Hispanic ethnicity [1] , the higher rate of amyloid [-] scans should be assessed further to understand if there are potential difficulties in assessing symptoms in this population or if other factors contributing to cognitive impairment such as differences in rates of comorbidities may confound these findings.
An important finding of this study was the observation that only about 52% of patients were amyloid [+] indicating that cognitive deficits, in some cases, may be attributable to etiologies other than AD such as vascular dementia or major depressive disorder. This rate is lower than those of several clinical trials where approximately 1 in 5 patients with probable AD or MCI due to AD were likely misdiagnosed [24, 38, 39] . This rate is consistent with another US-based observational study (Imaging Dementia -Evidence for Amyloid Scanning; IDEAS), which was designed as part of the Coverage with Evidence Development by the Center for Medicare and Medicaid Services to assess the clinical usefulness of amyloid testing in patients with uncertain cause of cognitive issues [40] . Rates may differ as these observational studies capture real-world practice with less intensive clinical and research-oriented assessments, thus including diverse patient samples, whereas clinical trials use enrichment strategies to enroll homogenous study populations and utilize central readers to interpret amyloid PET images to enable testing of specific hypotheses. The findings of lower amyloid positivity rates may also be explained by the inherent variability associated with amyloid PET interpretation, especially in patients with early AD. This emphasizes the need for improving diagnostic accuracy with the addition of quantification analysis. It is important to emphasize that patients categorized as MCI[+] and MILD[+] represent a continuum of cliniciandiagnosed early AD. In contrast, patients categorized as MCI [-] and MILD [-] are not likely to develop AD. Finally, amyloid status has many implications for caregivers and patients, who may worry about being labelled with AD, and could affect counseling and treatment, thus necessitating a multidisciplinary approach to diagnosis and management of patients with cognitive impairment. Physicians should consider amyloid scanning for their patients in order to optimize patient care.
Overall, our study suggests that amyloid status carries important clinical implications. Perhaps, counterintuitively, amyloid[-] patients have greater health burden, increased number of comorbidities including depression, yet a lower rate of consideration for institutionalization. Physicians should search for alternative explanations of dementia in patients with negative amyloid scans. Early detection and confirmation of the causes of their cognitive deficits, some of which may be reversible, may aid patients and families by allowing them the opportunity to benefit from available treatments in a timely manner, plan for the future, develop relationships with care partners, and identify resource needs to manage the disease as it progresses [5] . Amyloid imaging did illuminate the differences in burden as it relates to cognitive deficits; however, unexpectedly, differences in other outcomes by amyloid imaging were not seen possibly due to the high rates of comorbid conditions in the amyloid[-] cohort.
There are some limitations to these findings. First, although geographically dispersed, patients are not nationally representative. Sites were restricted to those with access to imaging centers that administer amyloid scans. Second, several patients were unable to obtain a PET scan after completing the physician visit due to limited availability within imaging centers. These patients were excluded from these analyses. Despite this, other measures were robust with a low level of missing data using electronic data capture methods. Third, all diagnostic and testing procedures, including amyloid imaging, relied on real-world practice rather than strict study criteria or central readers to assess scans and may therefore vary significantly according to level of reader experience at a specific study site. Fourth, statistical comparisons are exploratory with no correction for multiplicity. Despite these limitations, the physicians who participated in this study represent a sample of those who treat early AD patients. There were no study-specific prescribed treatments or regimens specified in the protocol; thus, management of the patients was determined by the physician, caregiver, and patient, representing real-world practice. Outcomes described herein should reflect real-world distribution.
In summary, to our knowledge, GERAS-US is the only study to assess outcomes including burden of clinician-diagnosed early AD and amyloid status in a real-world setting of patients who were being treated by physicians. Thus, the findings from this study make it possible to address current gaps in the literature regarding the characteristics and burden of illness in patients with clinician-diagnosed early AD. Surprisingly, our study found little variability in the rates of amyloid negativity between patients diagnosed with MCI or MILD, suggesting that misdiagnosis of early AD occurred in about half of our study population. This finding could have implications for clinical practice, given the differences in clinical phenotypes seen and may be important for individualized treatment as well as health systems. Our work suggests that amyloid negativity may be more common among patients with multiple comorbidities, especially vascular comorbidities; indeterminate causes of cognitive impairment were common and led to poorer health-related outcomes and QoL; and amyloid[+] patients had lower cognitive functioning based on physician administered and study-partner scales but perhaps demonstrated lower awareness based on self-examination. These findings underscore that accuracy of diagnosis will lead to different care pathways as suggested by the IDEAS study [26] , especially where the cause of cognitive decline may be treatable. Future longitudinal GERAS-US data will aid in understanding the longitudinal impact and value of early amyloid positivity on patients, caregivers, and society.
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